INTRODUCTION
Combrestatins 1 ( Figure 1 ) and its analogues are electron rich cis-stilbene compounds possessing remarkable anti-cancer activity. Several studies have demonstrated the tubulin inhibition mode of action of such substances, making those interesting molecules against all types of cancer. The Heck-Matsuda (HM) reactions 2 employ arenediazonium salts as arylating agents and present several advantages when compared to traditional protocols (aryl halides or triflates): they are phosphine-free, do not require inert atmosphere, are more economical, and can be carried out at lower temperatures and shorter reaction times. In this work, the HM arylation is evaluated as the key step for the synthesis of combrestatin analogues.
RESULTS AND DISCUSSION
Dimethyl fumarate was used as substrate for the HM arylation using Pd(OAc) 2 as catalyst in MeOH as solvent with a variety of diazonium salts. The reaction performed best in the absence of a base. Higher yields and selectivity were observed for diazonium salts bearing electron-donating groups (Scheme 1). The second HM arylation was carried out in the maleic anhydride system, which was constructed by a one-pot hydrolysis/ring-closure protocol as illustrated in Scheme 2. 
